Molecular mechanisms of acid exposure in Barrett's esophagus.
Esophageal adenocarcinoma is one of the most deadly gastrointestinal tumors. Gastroesophageal reflux has been established as a major risk factor for esophageal adenocarcinoma and Barrett's esophagus, the condition in which the normal squamous cells of the esophagus are replaced by metaplastic, specialized intestinal cells that are predisposed to malignancy. Data from ex vivo and in vitro model systems suggests that acid exposure has pro-proliferative and anti-apoptotic effects which may facilitate neoplastic progression of Barrett's esophagus. Such data have led some authorities to propose complete elimination of gastric acid production as a chemopreventive strategy for Barrett's patients. However, it is not clear whether the effects of acid exposure on proliferation and apoptosis are a direct result of the acid exposure itself, or whether they result indirectly from the effects of acid on inducing esophageal inflammation. Such distinction may help in optimizing the level of gastric acid suppression for the prevention of cancer in Barrett's esophagus. This report describes the molecular mechanisms whereby acid exposure directly and indirectly, through inducing inflammation, may contribute to the neoplastic progression of Barrett's esophagus and the potential role for acid suppression as a chemopreventive strategy in patients with Barrett's esophagus.